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DETAILED ACTION 
Status of the claims 

The Request for Continued Examination and amendment filed September 20, 
2005 is acknowledged and has been entered. 

Rejections Withdrawn 
Applicants' amendment to the claims has overcome the enablement rejection. 
Thus, the 1 12 1 st rejection of enablement is withdrawn. 

Claim Objections 

1 . Claim 44 is objected to because of the following informalities: Claim 44 is 
considered to be a duplicate claim of claim 9 because osteoarthritis is already recited in 
claim 9. It is recommended to cancel claim 44. Appropriate correction is required. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claims 9, 17,18-20, 23, 33, 34 and 44 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 9 is vague and indefinite because the preamble of the claim does not 
correlate with the body of the claim. The preamble of the claim recites" indicative of a 
disease selected from the group consisting of osteoarthritis and osteoporosis in a 
patient". However, the body of the claim does not positively recite that the age-related 
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tissue disorder is indicative of a disease selected from the group consisting of 
osteoarthritis and osteoporosis. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

6. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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7. Claims 9, 17,18, 20, 23, 33, 34 and 44 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Findlay et al (WO 00/13024) in view of Chubinskaya et al 
(Osteogenic protein-1 could be detected in human articular cartilage. Trans Ortho Res 
Soc 1998; 23: 33) or Chubinskaya et al (Osteogenic Protein-1 is a chondroprotective 
factor endogenously expressed by human articular chondrocytes, 3 rd Symposium - 
Cartilage and Cartilage Repair in the New Millennium, Gothenburg, Sweden, April 27- 
29, 2000) or Chubinskaya et al ("Endogenous Osteogenic Protein-1 in Articular 
Cartilage", Book Chapter in the MBP Book (S. Lindholm, ed. 2000)). 

Findlay et al (WO 00/1 3024) disclose methods for predicting or diagnosing age- 
related disorders such as osteoarthritis and osteoporosis. Findlay et al disclose 
determining the level of a marker such as BMP7 (another name for OP-1 , as disclosed 
by Chubinskaya et al "Endogenous Osteogenic Protein-1 in Articular Cartilage", Book 
Chapter in the MBP Book) in a tissue or body fluid and comparing the level to a 
standard. Findlay et al discloses that the standard can be a range or experimental 
control. 

Findlay et al differ from the instant invention in failing to specifically state the 
sample is a joint tissue sample and that a decrease in OP-1 compared to the standard 
amount is indicative of the presence of the age-related tissue disorder. 

Chubinskaya et al (Trans Ortho Res Soc 1998, 23: 33) discloses that OP-1 protein 
is reduced in osteoarthritis articular (joint) cartilage samples as compared to normal 
adult samples. 
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Chubinskaya et al (3 rd symposium) discloses that OP-1 protein is down regulated 
(decreased) in osteoarthritis articular Qoint) cartilage samples as compared to normal 
adult samples. 

Chubinskaya et al (Book Chapter 1 1 in the MBP Book) discloses that OP-1 protein 
is decreased in osteoarthritis articular (joint) cartilage samples as compared to normal 
adult samples. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to incorporate joint tissue sample as taught by Chubinskaya et al 
(Trans Ortho Res) into the method of Findlay et al because Findlay et al specifically 
teaches that any tissue in which the markers are found can be used and Chubinskaya 
et al shows that it is found in joint tissue. Therefore, one of ordinary skill in the art would 
have a reasonable expectation of success incorporating a joint tissue sample as taught 
by Chubinskaya et al into the method of Findlay et al. It would have also been obvious 
to one of ordinary skill in the art at the time the invention was made to determine a 
decrease of BMP7 (OP-1) as compared to a control to predict or diagnose age-related 
tissue disorder because Chubinskaya et al teaches that a decrease of OP-1 protein 
occurs in OA patients compared to that of normal patients. 

It would have also been obvious to one of ordinary skill in the art at the time the 
invention was made to incorporate joint tissue sample as taught by Chubinskaya et al 
(3 rd Symposium) into the method of Findlay et al because Findlay et al specifically 
teaches that any tissue in which the markers are found can be used and Chubinskaya 
et al (3 rd Symposium) shows that it is found in joint tissue. Therefore, one of ordinary 
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skill in the art would have a reasonable expectation of success incorporating a joint 
tissue sample as taught by Chubinskaya et al into the method of Findlay et al. It would 
have also been obvious to one of ordinary skill in the art at the time the invention was 
made to determine a decrease of BMP7 (OP-1 ) as compared to a control to predict or 
diagnose age-related tissue disorder because Chubinskaya et al teaches that a 
decrease of OP-1 protein occurs in OA patients compared to that of normal patients. 

It would have also been obvious to one of ordinary skill in the art at the time the 
invention was made to incorporate joint tissue sample as taught by Chubinskaya et al 
(Book Chapter 1 1 in the MBP Book) into the method of Findlay et al because Findlay et 
al specifically teaches that any tissue in which the markers are found can be used and 
Chubinskaya et al (Book Chapter 1 1 in the MBP Book) shows that it is found in joint 
tissue. Therefore, one of ordinary skill in the art would have a reasonable expectation 
of success incorporating a joint tissue sample as taught by Chubinskaya et al into the 
method of Findlay et al. It would have also been obvious to one of ordinary skill in the 
art at the time the invention was made to determine a decrease of BMP7 (OP-1 ) as 
compared to a control to predict or diagnose age-related tissue disorder because 
Chubinskaya et al teaches that a decrease of OP-1 protein occurs in OA patients 
compared to that of normal patients. 

With respect to the recitation "the predetermined standard is age-correlated" and 
"age adjusted" as recited in instant claims. One of ordinary skill in the art would 
recognize that the since Findlay et al teaches that the markers are age-related (page 3) 
and that the level of the marker is compared to a standard to determine whether the 
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level of the marker falls within a range indicative of the age-related disorder (page 3). 
One of ordinary skill would recognize that the standard would also be age-related and 
selected from the appropriate study populations. Further, Findlay teaches that the 
standard can be age matched normal control subjects (p. 16). Therefore, Findlay et al 
reads on the instantly recited claims. 

With respect to the recitation "the joint tissue sample comprises synovial fluid" as 
recited in claim 18 . Since, Findlay et al teaches that OP-1 can be detected in any 
body fluid, absent evidence to the contrary, one of ordinary skill in the art would have a 
reasonable expectation of success incorporating synovial fluid as the joint tissue sample 
in the method of Findlay et al. 

8. Claim 19 is rejected under 35 U.S.C. 103(a) as being unpatentable over Findlay 
et al and Chubinskaya et al (Osteogenic protein-1 could be detected in human articular 
cartilage. Trans Ortho Res Soc 1998; 23: 33) or Chubinskaya et al (Osteogenic Protein- 
1 is a chondroprotective factor endogenously expressed by human articular 
chondrocytes, 3 rd Symposium - Cartilage and Cartilage Repair in the New Millennium, 
Gothenburg, Sweden, April 27-29, 2000) or Chubinskaya et al ("Endogenous 
Osteogenic Protein-1 in Articular Cartilage", Book Chapter in the MBP Book (S. 
Lindholm, ed. 2000)) in view of Smart et al. (US 5,707,810). 

See above for the teachings of Findlay et al and Chubinskaya et al. 

Findlay et al and Chubinskay et al differ from the instant invention in failing to 
teach determining the amount of OP-1 protein present in the joint tissue sample by 
ELISA. 
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Smart et al disclose measuring OP-1 protein in tissue samples. Smart et al 
disclose that if an immunoassay is used to indicate the presence and/or concentration 
of a morphogen, an antibody specific for the protein will be used. Smart et al disclose 
that the level can be determined by Enzyme-linked immunosorbent assay (ELISA). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to incorporate an ELISA assay as taught by Smart et al into the 
modified method of Findlay et al because Findlay et al specifically teaches that the 
target molecule can be measured by using antibodies to the markers (p. 5) and Smart et 
al shows that OP-1 protein can be measured using antibodies in an assay such as an 
ELISA. Therefore, one of ordinary skill in the art would have a reasonable expectation 
of success incorporating an ELISA assay such as taught by Smart et al into the 
modified method of Findlay et al. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gary W. Counts whose telephone number is (571 ) 
2720817. The examiner can normally be reached on M-F 8:00 - 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le can be reached on (571 ) 272-0823. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). 




Gary Counts 
Examiner 
Art Unit 1641 
October 12, 2005 
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